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Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43b/s.1 (a)(1) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



2. 



FURTHER ACTION 

If a demand for international preliminary examination is made this ^^l^^^j^^^ where 
written opinion of the International Preliminary Exam in i ng ^ u tho nty ( I P ^ ,|* Mf^^^i i p EA^^ n^lfed the 
the applicant chooses an Authority other than this one to be the IPEA i ^ ^ 

International Bureau under Rule 66.1Ws(b) that written opinions of this International Searching Autnonty 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPE^tite-Ppta 

submiUo the I PEA a written reply together, where appropriate, wrth amendment .before J"^ 1 ^"^^ 

months from the date of mailing of Form PCT/!SA£20 or before the expiration of 22 months from the priority date, 

whichever expires later. 

For further options, see Form PCT/ISAy220. 

For further details, see notes to Form PCT/ISA>220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/EP2OO4/053726 



Box No. I Basis of the opinion 

1 With regard to the language, this opinion has been established on the basis of the international application in 
' the language in which it was filed, unless otherwise indicated under this item. 

n Thi* nninion has been established on the basis of a translation from the original language into the following 
iSnguage whichls the lavage ?of a translation furnished for the purposes of internationa. search 
(under Rules 12.3 and 23.1(b)). 

2 With reaard to anv nucleotide andtor amino acid sequence disclosed in the international application and 
necesslS ft Itti^taKSd invention, this opinion has been established on the bas.s of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search . 

* □ in addition in the case that more than one version or copy of a sequence listing andtor table relating thereto 
has been filed oTfurnfened, the required statements that the information in the subsequent or additional 
^KtoS the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Box No. H Priority 



1 r ThP validity of the orioritv claim has not been considered because the International Searching Authority 
1 ' lots nSZvein ipiSeSZ a ^py of the earlier application whose priority haataend^ or where 

filing date indicated above is considered to be the relevant date. 
3. Additional observations, if necessary: 
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Box No. V Reasoned statement under Rule 43b/s.1(a)(i) with regard to novelty, inventive step or 
industrial app licability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-14 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-14 




No: 


Claims 




Industrial applicability (IA) 


Yes: 


Claims 


1-14 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Section V 



1 Reference is made to the following documents: 

D1 • US-A-5 464 825 (ANDERSON ET AL) 7 November 1 995; 
D2: WO 98/09986 A (THE MANCHESTER METROPOLITAN UNIVERSITY; 
D'SILVA, CLAUDIUS) 12 March 1998. 

1 .1 Document D1 discloses the preparation and use of N-acyl glutathione and 
glutathione monoalkyl esters "to provide increased intracellular levels of 
glutathione" (GSH), that is, for the same purpose of the present application (cf. 

page 3). 

1 .2 Nevertheless, the applicant has demonstrated with comparative tests that N- 
butanoyl GSH provides a very high antiviral efficacy, associated with a low (or no) 
cellular toxicity (cf page 11). Therefore, the selection of a specific group of 
compounds among all possible N-acyl GSH derivatives is regarded as inventive, 
as the peptides claimed present an unexpected effect in relation to those 
described in the state of the art. 

1 .3 This authority also acknowledges that there is prima facie the reasonable 
expectation for substantially all compounds of formula (I) being efficacious as 
antiviral agents, as thiol-protected derivatives are GSH agonists known in the prior 
art (cf. for example D2). 

2 In view of the above, the present application satisfies the criteria set forth in 
Articles 33(2) and 33(3) PCT, because the subject matter of claims 1-14 is new 
and involves an inventive step in respect of the prior art as defined in the 
regulations (Rule 64(1 )(3) and 65(1 )(2) PCT). 

Section VIII . 

The lack of an -OH in the carboxylic group of Gly in formula (I) (cf . page 1 and claim 1 ) 
was considered as an obvious error as it is evident from the description and from the 
MS spectra of Figure 1 that the subject-matter fro which protection is sought are N-cc- 
butanoyl (Y-glutamylcysteinylglycine) and its Cys-protected derivatives. 
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